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(A) V\ sequences 



12 3 4 

123456789 0123456789 01234567890 1234567899 0123456789 

A 

Chimeric Bl **ALTQPAS *VSANLGGTV KITC SGGYSG* *YYG W YQQKS PGSAPVTVIY 
Humanized Bl SSELTQEP£ *VSVALGQTV RITCSGGYSG* *YYGWYQQK* PGQAPVT_VTY 
DPL16 SSELTQDPA *VSVALGQTV RITC WYQQK* PGQAPVLVIY 

5 6 7 8 9 

0123456789 0123456789 0123456789 0123456789 01234556789 

A 

Chimeric Bl DNTRRPSD IP SRFSGSKSGS TATLTITGVQ ADDEAVYFC G TWDSSRVGI FG 
Humanized Bl DNTRRPSDIP SRFSGSKSGS TA^LTITGYQ AEDEADYYCG TWDSSRVGI FG 
DPL16 GIP DRFSGSSSGN TASLTITGAQ AEDEADYYC- FG 

1 

0 

01234567 
Chimeric Bl AGTTLTVL 
Humanized Bl GGTKLTVL 
DPL16/JA2 GGTKLTVL 



(B) VH sequences 

12 3 4 

123456789 0123456789 0123456789 0123456789 0123456789 

Chimeric Bl AVTLDESGG GLQTPGGALS LVCKASGFTF S SYSML W VRQ APGKGLEYVA 

Humanized Bl EVQLVESGG GLVQPGGSLR LSCAASGFTF SSYSMLWVRQ APGKGLEY_VA 

DP -54 EVQLVESGG GLVQPGGSLR LSCAASGFTF S WVRQ APGKGLEWVA 

5 6 7 8 9 

01223456789 0123456789 0123456789 0122223456789 

0123456789 

A ABC 
Chimeric Bl EITNTGRTRRY GAAVKG RATI SRDNGQSTVR LQLNNLRAEDTGT 
YYCARSSVYS 



Humanized Bl EITNTGRTRRY GAAVKGRATI SRDNAKNTVY LQMNSLRAEDTAV 
YYCARSSVYS 

DP- 54 RFTI SRDNAKNSLY LQMNSLRAEDTAV YYCAR- 



1 1 
0 1 
0000000000123456789 0123 
ABCDEFGHI 

Chimeric Bl CSYGWCAGNINAW GHGTEV IVSS 
Humanized Bl CSYGWCAGNINAWGQGTLV TVSS 
JH1 WGQGTLV TVSS 



FIG. 5 
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(A) Bl VX mini exon 



30 60 
ACGCGTCTCGACCACCATGGAGAAAGACACACTCCTGCTATGGGTCCTACTTCTCTGGGT 
MEKDTLLLWVLLLWV 

90 120 
TCCAGGTTCCACAGGTGCGCTGACTCAGCCGGCCTCAGTGTCAGCAAACCTGGGAGGAAC 
PGSTG^LTQPASVSANLGGT 

150 180 
CGTCAAGATCACCTGCTCCGGGGGTTACAGCGGCTATTATGGCTGGTACCAGCAGAAATC 
V K I T C SGGYSGYYG W Y Q Q K S 

180 210 
ACCTGGCAGTGCCCCTGTCACTGTGATCTATGACAACACCAGGAGACCCTCGGACATCCC 
PGSAPVTVIY D N T R R P S DIP 

240 270 
TTCACGATTCTCCGGTTCCAAATCCGGCTCCACAGCCACATTAACCATCACTGGGGTCCA 
SRFSGSKSGSTATLTITGVQ 

300 330 
AGCCGACGACGAGGCTGTCTATTTCTGTGGGACCTGGGACAGCAGCCGTGTTGGTATATT 
ADDEAVYFC GTWDSSRVGI F 

360 382 
TGGGGCCGGGACAACCCTGACCGTCCTAAGTAAGTAGAArCCAAAGTCrAGA 
GAGTTLTVL 



FIG* 7A 



(B) Bl VH mini exon 



30 60 
ACGCGTCTCGACCACCATGGGATGGAGCTGGATCTTTCTCTTCCTCCTGTCAGGAACTGC 
MGWSWIFLFLLSGTA 

90 120 
TGGCGTCCACTCTGCCGTGACGTTGGACGAGTCTGGGGGCGGCCTCCAGACGCCCGGAGG 
GVHSA^VTLDESGGGLQTPG G 

150 180 
AGCGCTCAGCCTCGTCTGCAAGGCCTCCGGGTTCACCTTCAGTAGTTACAGCATGCTCTG 
ALSLVCKASGFTFS S Y S M L W 

210 240 
GGTGCGACAGGCGCCCGGCAAGGGGCTGGAATACGTCGCTGAAATTACCAACACTGGTAG 
VRQAPGKGLEYVA E I T N T G R 

270 300 
GAC CAGAAGATACGGGGCGGCGGTGAAGGGC CGTGCCACCATCTCGAGGGACAACGGGCA 
TRRYGAAVKG RATI SRDNGQ 

360 390 
GAGCACAGTGAGGCTGCAGCTGAACAACCTCAGGGCTGAGGACACCGGCACCTACTACTG 
STVRLQLNNLRAEDTGTYYC 

420 450 
CGCCAGAAGTAGTGTTTATTCTTGTTCTTATGGTTGGTGTGCTGGTAACATCAACGCATG 
A R SSVYSCSYGWCAGNINA W 

480 500 
GGGCCACGGGACCGAAGTCATCGTCTCCTCCGGTAAGAA TGGCGTCTAGA 
GHGTEVIVSS 



FIG. 7B 



step 1: annealing 
and extension 



step 2: annealing 
and extenstion 



step 3: annealing 
and extenstion 




step 4: PCR 

Mlul 




FIG. 8 



(A) For HuBl VI 



Primer 1 : 

5 ' -CTAGCCACGCGTCCACCATGGAGAAAGACACACTCCTGCTATGGGTCCTACTTCTCTGGGTTCCAGGTTC-3 ' 
Primer 2 : 

5 ' - CCAGGGCCACTGACACTGAAGGCGGCTGAGTCAGCTCAGAGCTACCTGTGGAACCTGGAACCCAGAGAAG - 3 ' 
Primer 3 : 

5 ' -CTTCAGTGTCAGTGGCCCTGGGACAGACCGTCAGGATCACCTGCTCCGGAGGTTACAGCGGCTATTATGGC-3 ' 
Primer 4 : 

5 ' - GTTGTCIATAAATCACAGTGAC7VGGAGCCTGGCCAGGTTTCTGCTGGTACCAGCCATAATAGCCGCTGTAAC - 3 ' 
Primer 5 : 

5 ' - CCTGTCACTGTGATTTATGACAACACCAGGAGACC - 3 ' 

Primer 6 : 

5 ' -CCTCGTCCTCGGCTTGGACTCCAGTGATGGTTAATGTGGCTGTGGAGCCGGATTTGGAACCGGAGAATC-3 ' 
Primer 7 : 

5 * -GAGTCCAAGCCGAGGACGAGGCTGACTATTACTGTGGGACCTGGGACAGCAGCCGTGTTGGTATATTTGGAGG-3 ' 
Primer 8 : 

5 ' -GACTCGTCTAGAGGGAGAAGAGACTCACCTAGGACGGTCAGCTTTGTCCCACCTCCAAATATACCAACACGGC-3 ' 
Primer 9 : 

5 ' - CTAGCCACGCGTCCACCATG- 3 ' 
Primer 10: 

5 ' - GACTCGTCTAGAGGGAGAAG - 3 ' 



(B) For HuBl VH 

Primer 1 : 

5 ' - CTAGCCACGCGTCCACCATGGGATGGAGCTGGATCTTTCTCTTCCTCCTGTCAGGAACTGCTGGCGTCCACTCTCAGG - 3 ' 
Primer 2 : 

5 ' -GAGCCTGAGGCTTCCTCCAGGCTGCACGAGTCCACCTCCGGACTCCACCAACTGCACCTGAGAGTGGACGCCAGCAG-3 ' 
Primer 3 : 

5 ' - CCTGGAGGAAGCCTCAGGCTCAGCTGCGCCGCCTCCGGGTTCACCTTCAGTAGTTACAGCATGCTCTGGGTGCGACAGG - 3 
Primer 4 : 

5 ' - CTTCTGGTCCTACCAGTGTTGGTAATTTCAGCGACGTATTCCAGTCCCTTGCCAGGCGCCTGTCGCACCCAGAGCATG - 3 ' 
Primer 5 

5 ' - CGAACACTGGTAGGACCAGAAGATACGGAGCTGCGGTGAAGGGCCGTGCCACCATCTCTAGGGACAACGCCAAGAACAC - 3 
Primer 6 : 

5 ' - GGCGCAGTAGTACACGGCGGTGTCCTCAGCCCTGAGGCTGTTCATCTGCAGGTACACTGTGTTCTTGGCGTTGTCCCTA - 3 
Primer 7 : 

5 ' -CCGCCGTGTACTACTGCGCCAGAAGTAGTGTTTATTCTTGTTCTTATGGTTGGTGTGCTGGTAACATCAACGCATGG-3 ' 
Primer 8 : 

5 ' -GACTCGTCTAGAGGTTGTGAGGACTCACCGGAGGAGACGGTGACCAGGGTTCCCTGGCCCCATGCGTTGATGTTACCAG- 3 
Primer 9 : 

5 ' - CTAGCCACGCGTCCACCATG- 3 ' 
Primer 10: 

5 » - GACTCGTCTAGAGGTTGTGAG - 3 ' 



FIG. 9 



(A) VX mioi-exoini of topiHamiizedl Bl 



60 

ACGCGTCCACCATGGAGAAAGACACACTCCTGCTATGGGTCCTACTTCTCTGGGTTCCAG 
MEKDTLLLWVLLLWVP 

120 

GTTCCACAGGTAGCTCTGAGCTGACTCAGCCGCCTTCAGTGTCAGTGGCCCTGGGACAGA 
GSTGS^SELTQPPSVSVALGQ 

180 

CCGTCAGGATCACCTGCTCCGGAGGTTACAGCGGCTATTATGGCTGGTACCAGCAGAAAC 
T V R I T C SGGYSGYYG W Y Q Q K 

240 

CTGGCCAGGCTCCTGTCACTGTGATTTATGACAACACCAGGAGACCCTCGGACATCCCTT 
PGQAPVTVIY D N T R R P S DIP 



300 

CACGATTCTCCGGTTCCAAATCCGGCTCCACAGCCACATTAACCATCACTGGAGTCCAAG 
SRFSGSKSGSTATLTITGVQ 

360 

CCGAGGACGAGGCTGACTATTACTGTGGGACCTGGGACAGCAGCCGTGTTGGTATATTTG 
AEDEADYYCGTWDS SRVGI F 



409 

GAGGTGGGACAAAGCTGACCGTCCTAGGTGAGTCrCTTCTCCCTCTAGA 
GGGTKLTVL 



FIG. 10A 



(B) VH miEi-exoB of hMinaEizedl Bl 



60 

ACGCGTCCACCATGGGATGGAGCTGGATCTTTCTCTTCCTCCTGTCAGGAACTGCTGGCG 
MGWSWIFLFLLSGTAG 

120 

TCCACTCTGAGGTGCAGTTGGTGGAGTCCGGAGGTGGACTCGTGCAGCCTGGAGGAAGCC 
VHSEVQLVESGGGLVQPGGS 

180 

TCAGGCTCAGCTGCGCCGCCTCCGGGTTCACCTTCAGTAGTTACAGCATGCTCTGGGTGC 
LRLSCAASGFTFSSYSMLW V 



240 

GACAGGCGCCTGGCAAGGGACTGGAATACGTCGCTGAAATTACCAACACTGGTAGGACCA 
RQAPGKGLEYVA EITNTGRT 



300 

GAAGATACGGAGCTGCGGTGAAGGGCCGTGCCACCATCTCGAGGGACAACGCCAAGAACA 
RRYGAAVKG RATI SRDNAKN 

360 

CAGTGTACCTGCAGATGAACAGCCTCAGGGCTGAGGACACCGCCGTGTACTACTGCGCCA 
TVYLQMNSLRAEDTAVYYCA 

420 

GAAGTAGTGTTTATTCTTGTTCTTATGGTTGGTGTGCTGGTAACATCAACGCATGGGGCC 
R SSVYSCSYGWCAGNINA W G 

469 

AGGGAACCCTGGTCACCGTCTCCTCCGGTGAGTCCTCACAACCTCTAGA 
QGTLVTVSS 



FIG. 10B 
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Binding to human IL-12 
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Binding of biotinylated HuB1 
to human IL-12 



2.0-, 




Log concentration of competitor 
(Mg/ml) 



Binding of biotinylated HuB1 
to mouse IL-12 




Log concentration of competitor 
(Mg/ml) 

FIG. 13 



[DD2 VJt mini-exon] 

60 

ACGCGTCTCGACCACCATGGAGAAAGACACACTCCTGCTATGGGTCCTACTTCTCTGGGT 
MEKDTLLLWVLLLWV 

120 

TCCAGGTTCCACAGGTGCGCTGACTCAGCCGGCCTCAGTGTCAGCAAACCCGGGAGAT^AC 
PGSTGALTQPASVSANPGET 

180 

CGTCAAGATCACCTGCCCCGGGGGTGGCATCTATGCTGGAAGGTACTATGGTTATGGCTG 
V K I T C P GGG I YAG-RY YGYG W 

240 

GTTCCAGCAGAAGTCTCCTGGCAGTGCCCCTGTCACTGTGATCTATAGCAACGACAAGAG 
FQQKSPGSAPVTVIY S N D K R 



300 

ACCCTCGGACATCCCTTCACGATTCTCCGGCTCCGCATCCGGCTCCACAGCCACATTAAC 
P S DIPSRFSGSASGSTATLT 

360 

CATCACTGGGGTCCAAGCCGACGACGAGGCTGTCTATTTCTGTGGGAGCCACGACAGCAA 
I TGVQADDEAVYFC G S H D S N 



423 

TGTTGGTGTATTTGGGGCCGGGACAACCCTGACCGTCCTAAGTAAGTAGAATCCAAATCTAGA 
V G V FGAGTTLTVL 



Fig. 14A 



[DD2 VH mini exon] 



60 

ACGCGTCTCGACCACCATGGGATGGAGCTGGATCTTTCTCTTCCTCCTGTCAGGAACTGC 
MGWSWIFLFLLSGTA 

120 

TGGCGTCCACTCTGCCGTGACGTTGGACGAGTCCGGGGGCGGCCTCCAGACGCCCGGAGG 
GVHS^VTLDESGGGLQTPGG 

180 

AGGGCTCAGCCTCGTCTGCAAGGCCTCCGGGTTCGACTTCAGCAACTATCAGTTGCAGTG 
GLSLVCKASGFDF S N Y Q L Q W 



240 

GGTGCGCCAGGCGCCCGGCAAGGGGCTGGAGTGGGTCGGTGGTATTGGCAGCAGTGGCAG 
VRQAPGKGLEWVG G I G S S G S 



300 

TAGCACATACTACGGGGCGGCGGTGAAGGGCCGTGCCACCATCTCGAGGGACAACGGGCA 
STYYGAAVKG RATISRDNGQ 

360 

GAGCACAGTGAGACTGCAGCTGAACAACCTCAGGGCTGAGGACACCGGCACCTACTACTG 
STVRLQLNNLRAEDTGTYYC 

420 

CACCAGAGGTGTTAGTCCTTACAGCTGTTGGTATGCCGGCCGTACTAGTTATACTTGTCA 
T R GVS PYSCWYAGRTSYTCH 

480 

TGCATATACTGCTGGTAGCATCGACGCATGGGGCCACGGGACCGAAGTCATCGTCTCCTC 
AYTAGSIDA WGHGTEVIVSS 

500 

CGGTAAGAATGGCGTCTAGA 



Fig. 14B 



(A) Vk 



123456789 

DD2 **ALTQPAS 
HuDD2 SSELTQDPA 
DPL16 SSELTQDPA 



1 2 

0123456789 0123456777789 

ABC 

*VSANPGETV KITC PGGGIYAGR 
♦VSVALGQTV RITCPGGGIYAGR 
♦VSVALGQTV RITC 



3 4 
01234567899 0123456789 
A 

YYGYG W FQQKS PGSAPVTVIY 
YYGYGWF_QQK* PGQAPVTVIY 
WYQQK* PGQAPVLVIY 



5 6 

0123456789 0123456789 
DD2 SNDKRPS DIP SRFSGSASGS 
HUDD2 SNDKRPSDIP SRFSGSASGS 
DPL16/JX2 GIP DRFSGSSSGN 



7 8 9 
0123456789 0123456789 0123456789 
TATLTITGVQ ADDEAVYFC G SHDSNVGV FG 
TASLTITGAQ AEDEADYYCG SHDSNVGVFG 
TASLTITGAQ AEDEADYYC- FG 



1 
0 

01234567 
DD2 AGTTLTVL 
HUDD2 GGTKLTVL 
JA2 GGTKLTVL 



(B) VH 

12 3 4 
123456789 0123456789 0123456789 01234567899 0123456789 
DD2 AVTLDESGG GLQTPGGGLS LVCKASGFDF S NYQLQ WVRQA PGKGLEWVGG 
HUDD2 EVQLVESGG GLVQPGGSLR LSCAASGFD_F SNYQLQWVRQA PGKGLEWVG_G 
DP- 54 EVQLVESGG GLVQPGGSLR LSCAASGFTF S WVRQA PGKGLEWVA- 



5 6 7 8 9 



0123456789 0123456789 0123456789 0122223456789 0123456789 

ABC 

DD2 IGSSGSSTYY GAAVKG RATI SRDNGQSTVR LQLNNLRAEDTGT YYCTR GVSPY 
HuDD2 IGSSGSSTYY GAAVKG RA_T I SRDNAKNSVY LQMNS LRAEDTAV YYCTRGVSPY 
DP-54 RFTI SRDNAKNSLY LQMNS LRAEDTAV YYCAR 

1 
0 

0000000000123456789 01234567890123 
ABCDEFGHI 

DD2 S CWYAGRT S YTCHAYTAGS IDA W GHGTEVIVSS 

HuDD2 S CWYAGRT S YTCHAYTAGS IDAWGQGTLVTVS S 

JH1 WGQGTLVTVSS 



Fig. 15 



(A) For HuDD2 VX 



Primer 1 

5 ' -ACGCGTCCACCATGGAGAAAGACACACTCCTGCTGTGGGTCCTACTTCTCTGGGTTCCAGGTTCCACAGGTTC-3 ' 
Primer 2 

5 ' -CCTGACTGTCTGTCCCAAGGCC^C^GACACAGCAGGGTCCTGAGTCAGCTCAGAAGAACCTGTGGAACCTGGAAC-3 ' 
Primer 3 

5 ' - CCTTGGGAGAGACAGTCAGGATCACATGCCCCGGAGGTGGCATCTATGCTGGACGCTACTATGGTTATGGCTG - 3 ' 
Primer 4 

5 ' -CGTTGCTATAGATGACAGTTACAGGGGCCTGTCCTGGCTTCTGCTGGAACCAGCCATAACCATAGTAGCG- 3 ' 
Primer 5 

5 ' - CTGTAACTGTCATCTATAGCAACGACAAGAGACCCTCGGACATCCCTTCACGATTCTCTGGCTCCGCATC- 3 ' 
Primer 6 

5 ' - CATCTTCCGCCTGAGCCCCAGTGATGGTCAAGGAAGCTGTGGAGCCTGATGCGGAGCCAGAGAATCGTG- 3 ' 
Primer 7 

5 ' - GGCTCAGGCGGAAGATGAGGCTGACTATTACTGTGGGAGCCACGACAGCAATGTTGGTGTATTTGG - 3 ' 
Primer 8 

5 ' - TCTAGAGGGAGAAGAGACTCACCTAGGACGGTCAGCTTTGTCCCT^CCGCCAAATACACCAACATTGCTGTC - 3 ' 
Primer 9 

5 ' - CTACGAACGCGTCCACCATGGAGAAAG - 3 ' 
Primer 10 

5 ' - GACTTCTCTAGAGGGAGAAGAGACTCACC - 3 ' 



(B) For HmDD2 VH 

Primer 1 

5 ' -ACGCGTCCACGATGGGATGGAGCTGGATCTTTCTCTTCCTCCTGTCAGGAACTGCTGGCGTGCACTCTGAGGTGCAGCTG- 3 
Primer 2 

5 ' -GGCTGCACAGGAGAGTCTCAGGGACCCCCCAGGCTGGACCAAGCCTCCCCCAGACTCCACCAGCTGCACCTCAGAGTGCA- 3 
Primer 3 

5 ' - TGAGACTCTCCTGTGCAGCCTCTGGATTCGACTTTAGTAACTATCAGTTGCAGTGGGTCCGCCAGGCTCCAGGGAAGGGG - 3 
Primer 4 

5 ' -AACCGCAGCTCCGTAGTATGTGCTACTGCCACTGCTGCCAATACCACCCACCCACTCCAGCCCCTTCCCTGGAGCCTGGC- 3 
Primer 5 

5 ' - CATACTACGGAGCTGCGGTTAAGGGCCGAGCGACCATCTCCAGAGACAACGCCAAGAACTCAGTGTATCT^ - 3 

Primer 6 

5 ' -CTGTAAGGACTAACACCTCTGGTACAGTAATACACAGCCGTGTCCTCGGCTCTCAGGCTGTTCATTTGCAGATACACTGA- 3 
Primer 7 

5 ' - AGAGGTGTTAGTCCTTACAGCTGTTGGTATG CCGGC CGTACTAGTTATACTTGTCATG CATATACTG CTGGTAG CATCGA - 3 
Primer 8 

5 ' -TCTAGAAGTACAGCAGACTCACCTGAGGAGACGGTGACCAGGGTTCCCTGGCCCCATGCGTCGATGCTACCAGCAGTATA- 3 
Primer 9 

5 ' -CTACGAACGCGTCCACCATGGGATGG-3 ' 
Primer 10 

5 ' -GACTTCTCTAGAAGTACAGCAGACTCAC- 3 ' 



Fig. 16 



[HunDD2 VX mini exoe] 



60 

ACGCGTCCACCATGGAGAAAGACACACTCCTGCTGTGGGTCCTACTTCTCTGGGTTCCAG 
MEKDTLLLWVLLLWVP 

120 

GTTCCACAGGTTCTTCTGAGCTGACTCAGGACCCTGCTGTGTCTGTGGCCTTGGGACAGA 
GSTGSSELTQDPAVSVALGQ 

180 

CAGTCAGGATCACATGCCCCGGAGGTGGCATCTATGCTGGACGCTACTATGGTTATGGCT 
T V R I T C PGGG I YAGRYYGYG 

240 

GGTTCCAGCAGAAGCCAGGACAGGCCCCTGTAACTGTCATCTATAGCAACGACAAGAGAC 
WFQQKPGQAPVTVIY S N D K R 



300 

CCTCGGACATCCCTTCACGATTCTCTGGCTCCGCATCAGGCTCCACAGCTTCCTTGACCA 
P S DIPSRFSGSASGSTASLT 

360 

TCACTGGGGCTCAGGCGGAAGATGAGGCTGACTATTACTGTGGGAGCCACGACAGCAATG 
I TGAQAEDEADYYC G S H D S N 



421 

TTGGTGTATTTGGCGGTGGGACAAAGCTGACCGTCCTAGGTGAGTCTCTTCTCCCTCTAGA 
VGV FGGGTKLTVL 



Fig. 17A 



[HuDD2 VH mini exon] 



60 

ACGCGTCCACCATGGGATGGAGCTGGATCTTTCTCTTCCTCCTGTCAGGAACTGCTGGCG 
MGWSWIFLFLLSGTAG 

120 

TGCACTCTGAGGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTCCAGCCTGGGGGGTCCC 
VHSILVQLVESGGGLVQPGGS 

180 

TGAGACTCTCCTGTGCAGCCTCTGGATTCGACTTTAGTAACTATCAGTTGCAGTGGGTCC 
LRLSCAAS.GFDFS N Y Q L Q W V 



240 

GCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTGGGTGGTATTGGCAGCAGTGGCAGTAGCA 
RQAPGKGLEWVG GIGSSGSS 



300 

CATACTACGGAGCTGCGGTTAAGGGCCGAGCCACCATCTCCAGAGACAACGCCAAGAACT 
TYYGAAVKG RAT I SRDNAKN 

360 

CAGTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTATTACTGTACCA 
SVYLQMNSLRAEDTAVYYCT 

420 

GAGGTGTTAGTCCTTACAGCTGTTGGTATGCCGGCCGTACTAGTTATACTTGTCATGCAT 
R GVS PYSCWYAGRTSYTCHA 

480 

ATACTGCTGGTAGCATCGACGCATGGGGCCAGGGAACCCTGGTCACCGTCTCCTCAGGTG 
YTAGS IDA WGQGTLVTVSS 

4 99 

AGTCTGCTGTACTTCTAGA 



Fig. 17B 



Binding to various proteins 
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(A) 



Binding of biotinylated ChDD2 
to human IL-12 
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(B) 

Binding of biotinylated ChDD2 
to mouse IL12 




Log competitor concentration 
(HQ/ml) 



Fig. 19 



Binding of biotinylated ChDD2 
to human IL12 





Fig. 20 



[D3 VX mini-exon] 



60 

ACGCGTCTCGACCACCATGGAGAAAGACACACTCCTGCTATGGGTCCTACTTCTCTGGGT 
MEKDTLLLWVLLLWV 

120 

TCCAGGTTCCACAGGTGCGCTGACTCAGCCGGCCTCGGTGTCAGCAAACCCAGGAGAAAC 
PGSTG^LTQPASVSANPGET 

180 

CGTCAAGATCACCTGCTCCGGGGGTAGCTACTATGGCTGGTACCAGCAGAAGTCTCCTGG 
V K I T C S G G S Y Y G W YQQKSPG 

240 

CAGTGCCCCTGTCACTGTGATTTATGACAACGACAAGAGACCCTCGGACATCCCTTCACG 
SAPVTVIYD N D K R P S D I P S R 



300 

ATTCTCCGGTTCCAAATCCGGCTCCACGGGCACATTAACCATCACTGGGGTCCAAGCCGA 
FSGSKSGSTGTLTITGVQAE 

360 

GGATGAGGCTGTCTATTTCTGTGGGAGTGCAGACAGCGCCTATGTTGGTATATTTGGGGC 
D E A V Y F C G S A DSAYVGI FGA 



406 

CGGGACAACCCTGACCGTCCTAAGTAAGTAGAA TCCAAAGTCTAGA 
G T T L T V L 



Fig. 21A 



[D3 VH mini-exoirn] 



60 

ACGCGTCTCGACCACCATGGGATGGAGCTGGATCTTTCTCTTCCTCCTGTCAGGAACTGC 
MGWSWIFLFLLSGTA 

120 

TGGCGTCCACTCTGCCGTGACGTTGGACGAGTCCGGGGGCGGCCTCCAGACGCCCGGAGG 
GVHS4_VTLDESGGGIjQTPGG 

180 

AGCGCTCAGCCTCGTCTGCAGGGCCTCCGGGTTCTCTATCGGCAGTTACAACATGCACTG 
ALSLVCRASGFS IGSYNMH W 



240 

GGTGCGACAGGCGCCCGGCAAGGGGCTGGAGTGGGTCGCTGGTATTAGCGGTGCTGGTAG 
VRQAPGKGLEWVA G I S G A G S 



300 

TCGCACAGCATGGTACGGGGCGGCGGTGAAGGGCCGTGCCACCATCTCGAGGGACAACGG 
RTAWYGAAV KG RATISRDNG 



360 

GCAGAGCACAGTGAGGCTGCAGCTGAACAACCTCAGGGCCGAGGACACCGGCACCTACTA 
QSTVRLQLNNLRAEDTGTYY 

420 

CTGCGCCAAAGACTATGGTGGTAGTGGTTCCCCATGGTATGGTTGGGGTGCTGCTAGTTG 
C A K DYGGSGSPWYGWGAASW 

482 

GATCGACGCATGGGGCCACGGGACCGAAGTCATCGTCTCCTCCGGTAAGAA TGGCGTCTAGA 
IDA WGHGTEVIVSS 



Fig. 21B 



Chicken D3 
Humanized D3 
3-230IIIB237 



12 3 4 

123456789 0123456789 0123456789 01234567899 0123456789 

A 

**ALTQPAS *VSANPGETV KITC SGGS** * * YYGW YQQKS PGSAPVTVIY 
SSELTQDPA *VSVALGQTV RITCSGGS** * * YYGWYQQK* PGQAPVT_VIY 
SSELTQDPA *VSVALGQTV RITC - -WYQQK* PGQAPVLVIY 



Chicken D3 
Humanized D3 
3-230IIIB237/JA2 



5 6 7 8 9 

0123456789 0123456789 0123456789 0123456789 01234556789 

A 

DNDKRPS DIP SRPSGSKSGS TGTLTITGVQ AEDEAVYFCG_ SADSAYVGI FG 
DNDKRPSD IP SRPSGSKSGS TGSLTITGAQ AEDEADYYCG SADSAYVGIFG 
GIP DRFSGSSSGN TASLTITGAQ AEDEADYYC- FG 



Chicken D3 
Humanized D3 
JA2 



1 
0 

01234567 
AGTTLTVL 
GGTKLTVL 
GGTKLTVL 



[VH] 

12 3 4 
123456789 0123456789 0123456789 0123456789 0123456789 
Chicken D3 AVTLDESGG GLQTPGGALS LVCRASGFSI GSYNMH WVRQ APGKGLEWVA 
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ha316 EVQLLESGG GLVQPGGSLR LSCAASGFTF S WVRQ APGKGLEWVS 
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Chicken D3 GISGAGSRTAWY GAAVKG RATI SRBNGQSTVR LQLNNLRAEDTGT YYCAK DYGGS 
Humanized D3 GISGAGSRTAWY GAAVKGRATI SRDNAKNTVY LQMNSLRAEDTAV YYCAKDYGGS 
ha316 RFTI SRDNSKNTLY LQMNSLRAEDTAV YYCAK 
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Chicken D3 G S P WYGWG AASW I DA W GHGTE V IVSS 
Humanized D3 GSPWYGWGAASWIDAWGQGTLV TVSS 
ha316 WGQGTLV TVSS 
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[HuB3 VX maimtn-exomi] 



60 

ACGCGTCCACCATGGAGAAAGACACACTCCTGCTGTGGGTCCTACTTCTCTGGGTTCCAG 
MEKDTLLLWVLLLWVP 

120 

GTTCCACAGGTTCTTCTGAGCTGACTCAGGACCCTGCTGTGTCTGTGGCCTTGGGACAGA 
GSTG^SELTQDPAVSVALGQ 

180 

CAGTCAGGATCACATGCTCCGGGGGTAGCTACTATGGCTGGTACCAGCAGAAGCCAGGAC 
T V R I T C S G G S Y Y G W Y Q Q K P G 

240 

AGGCCCCTGTAACTGTCATCTATGACAACGACAAGAGACCCTCGGACATCCCTTCACGAT 
QAPVTVIY D N D K R P S D I P S R 



300 

TCTCTGGCTCCAAATCAGGCTCCACAGGCTCCTTGACCATCACTGGGGCTCAGGCGGAAG 
FSGSKSGSTGSLTI TGAQAE 

360 

ATGAGGCTGACTATTACTGTGGGAGTGCAGACAGCGCCTATGTTGGTATATTTGGCGGTG 
D E A D Y Y C GSADSAYVGI F G G 

403 

GGACAAAGCTGACCGTCCTAGGTGAGTCTCTTCTCCCTCTAGA 
G T K L T V L 



Fig. 23A 



[HuD3 VH mini-exon] 



60 

ACGCGTCCACCATGGGATGGAGCTGGATCTTTCTCTTCCTCCTGTCAGGAACTGCTGGCG 
MGWSWIFLFLLSGTAG 

120 

TGCACTCTGAGGTGCAGCTGCTGGAGTCTGGGGGAGGCTTGGTCCAGCCTGGGGGGTCCC 
VHS^VQLLESGGGLVQPGGS 

180 

TGAGACTCTCCTGTGCAGCCTCTGGATTCTCTATCGGCAGTTACAACATGCACTGGGTCC 
LRLSCAASGFSIG S Y N M H W V 



240 

GCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTGGCTGGTATTAGCGGTGCTGGTAGTCGCA 
RQAPGKGLEWVA GISGAGSR 



300 

CAGCATGGTACGGGGCGGCGGTGAAGGGCCGAGCCACCATCTCCAGAGACAACGCCAAGA 
TAWYGAAVKG RATI SRDNAK 

360 

ACACAGTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTATTACTGTG 
NTVYLQMNSLRAEDTAVYYC 

420 

CCAAAGACTATGGTGGTAGTGGTTCCCCATGGTATGGTTGGGGTGCTGCTAGTTGGATCG 
A K DYGGSGS PWYGWGAASWI 

481 

ACGCATGGGGCCAGGGAACCCTGGTCACCGTCTCCTCAGGTGAGTCTGCTGTACT!TCTAGA 
D A WGQGTLVTVSS 



Fig. 23B 



Binding to L-selectin 
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Antibody used for staining 



no Ab HuD3 ChD3 HuDREG200 HuEP5C7 
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